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Purpose:

To summarize the key points discussed during the entrance conference.  

Date of Conference  

November 14, 2012 

Source: 

The sources of the information in this workpaper are the conference participants who are 
identified throughout this workpaper.

Conference Participants: (the conference participants were in four locations)

  Conference Attendees In Washington:

Deborah Heckman, Office of Research and Development (ORD), (202-564-7274)

Robert Kavlock, Deputy Assistant Administrator for Science, ORD (202-564-6620)

Mary Greene, Deputy Director, Office of the Science Advisor, (202-564-7966)

Megan Maguire, ORD, (202-564-6636)
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Liz Blackburn, Office of Assistant Administrator (OAA), Immediate Office (IO), ORD, 
(202-564-2192)

Jim Downing, Executive Director, Human Studies Review Board, Office of the Science Advisor 
(202-564-2468)

Steve Silverman, Office of General Counsel (OGC) (202-564-5523)

Amy Battaglia, ORD (202-564-6700)

Eric Hanger, Office of Inspector General (OIG) (202-566-0866)

Julie Narimatsu, Program Analyst, OIG, Washington, DC (202-566-2587) 

Tempestt Woodard, Program Analyst, OIG (202-566-1364) 

Entrance DC Sign-In Sheet.pdfEntrance DC Sign-In Sheet.pdf

  Conference Attendees In RTP, NC (the location of the meeting was B301 – National Health and 
Environmental Effects Research Lab (NHEERL),

IO conference room: 

Wayne Cascio, Director, Environmental Public Health Division,  NHEERL, (919-966-0617)

Dan Costa, OAA, IO, ORD (919-541-2532)

Hal Zenick, Director, NHEERL, ORD (919-541-2201)

Bob Devlin, Senior Scientist, Environmental Public Health Division (EPHD), NHEERL, ORD - 
Principal Investigator for XCON - (919-966-6255)

David Diaz-Sanchez, Chief, Clinical Research Branch, EPHD, NHEERL, ORD (919-996-0607)

Chris Robbins, Deputy Director, NHEERL, ORD (919-541-2282)

Rick Beusse, Director, Air & Research Issues, OIG (919-541-5747)

Chris Dunlap, Auditor, OIG (919-541-1029) 

Entrance RTP Sign-In Sheet.pdfEntrance RTP Sign-In Sheet.pdf

  Video Conference Attendee In Kansas City, KS.:

Renee McGhee-Lenart, Assignment Manager, OIG, KS. (913) 551-7534

  Video Conference Attendee In Philadelphia, PA.
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Kevin Good, Auditor, OIG, Philadelphia, PA. (215-814-2309)

Scope:

We explained our objectives and discussed the evaluation we have planned to address the 
Congressional request, including our focus on three human subjects studies (identified as XCON, 
OMEGACON, and KINGCON) as well as other related studies if they were performed during 
2010 or 2011, exposed human subjects to PM-2.5 and/or diesel exhaust, or involved the 41 
subjects. We clarified data and information requests and asked and answered questions as 
appropriate. 

Background Information:

      Conference Agenda Including Questions.pdfConference Agenda Including Questions.pdf       

Entrance Conference Notice.pdfEntrance Conference Notice.pdf      Notification Memo.pdf

Conclusions:

1.  The OIG assignment team needs to contact , liaison to the UNC IRB contractor 
(the assignment guide provides for evaluating the adequacy of UNC IRB’s role in the studies; the 
interview identified  as a first contact).

2.  None of the 41 subjects who are the focus of our assignment were exposed to diesel exhaust 
emissions (this statement was made by ; although OIG representatives will 
seek to confirm this statement during the evaluation, it is noted that none of the numerous EPA 
officials attending the conference expressed any reservations about the accuracy of the 
statement).  

3.  No other conclusions are drawn in this workpaper.  However, the information in this 
workpaper will be incorporated in other workpaper steps as needed. 

Details (Information Obtained):

  A. General Discussion:

1.  Director Rick Beusse began the conference by discussing the source of the assignment – a 
congressional request which concerned 41 human subjects that participated in three studies – 
XCON, OMEGACON, and KINGCON - during 2010 and 2011.  Rick explained that generally 
the OIG would begin an assignment by performing preliminary research.  However, since the 
assignment originated from a congressional request, no preliminary research had been done.

2.  Rick further explained that the broad, overall objective of the assignment is to determine 
whether EPA, as part of its research, followed applicable laws, regulations, policies, procedures, 
and guidance when it exposed human subjects to diesel exhaust emissions or concentrated 
airborne particles. 
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We will be requesting information from ORD and OSA that will include the files given to the 
IRB and HSRRO for review as well as consent forms.  Will any of the study subjects’ 
medical information (PII) be in those files?  If so, will we receive copies of this information 
or will certain information be in the Medical and Research Study Records of Human 
Volunteers database?  How quickly can we receive this information?

ORD Response:

 said there is not PII information in the files we received (via the thumb drive 
discussed earlier).   said the only information  receives about subjects is general 
information such as (a) the subject is over 50 years old and (b) has mild asthma.  

I have reviewed the above w/p and found it satisfactory.  -  05/15/13 (Note: w/p write-up reviewed in MS 
Word  and comments provided via e-mail on 11/19/12.).

Status: Approved Send To: 
Current Editor List: 
Level 1 approval: Approved Renee McGhee-Lenart 04/03/2014 10:02:51 AM
Level 2 approval: Approved Rick Beusse 04/03/2014 03:27:02 PM

  

Linkage Information

History
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Chris Dunlap EPA-OIG Auditor 919-541-1029

Kevin Good EPA-OIG Auditor 215-814-2309

Alicia Mariscal EPA-OIG Social Scientist 202-566-1858

Julie Narimatsu EPA-OIG Program Analyst 202-566-2587

Tempestt Woodard EPA-OIG Health Scientist 202-566-1364

Source 1 (Attachment-1 )    List of Questions

Interview Questions for _05_14_13 (2).docxInterview Questions for _05_14_13 (2).docx

Provided Documents
Study Abstracts -
Source 2:

 xcon abstract 2009_ATS.DOCxcon abstract 2009_ATS.DOC

Source 3:

ATS2012 abstract_cbsV2.docxATS2012 abstract_cbsV2.docx

Source 4:

Circulation-2012-Devlin-CIRCULATIONAHA.112.094359.pdfCirculation-2012-Devlin-CIRCULATIONAHA.112.094359.pdf

Source 5:

Omega-3 Supplementation attenuate PM-induced cardiac effects & lipid changes in middle-aged - 7-2012a.pdfOmega-3 Supplementation attenuate PM-induced cardiac effects & lipid changes in middle-aged - 7-2012a.pdf

Source 6:

Follinsbee 1980.pdfFollinsbee 1980.pdf
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Source 7:

July 24 Email.pdfJuly 24 Email.pdf

Scope:  Followup meeting to discuss questions about consents forms, adverse events, EPA's  
approval process, and a few other topics. 

Conclusion:

No conclusions were made based upon this interview.

Results:  

RML: We’re finalizing our field work right now as well as starting 
preliminary report writing.  We’re still scheduling human subject 
interviews. We had five interviews two weeks ago and are still having 
trouble getting a few lined up. I spoke with Rick and in June we agreed 
to meet you to discuss our findings.

I know these questions are things we’ve discussed before, I apologize in 
advance, but we want to make sure we understand the issues. 

 We understand and appreciate you sorting through the volume of 
information, and you can ask as many times as possible, we want to help 
you understand.

Study Results

1.  Have any articles/results been published based upon the 5 studies 
(KINGCON, XCON, OMEGACON, DEPOZ, or LAMARCK) we 
have reviewed?  (We have a copy of the journal article published 
about the XCON subject with atrial fibrillation.)

 For KINGCON, .  XCON – 
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13. In one of our interviews, we were told that breathing 420 µg/m
3
 

for 2 hours is the same as 35 µg/m
3
 for 24 hours.  Can we receive a 

copy of the research that concludes this?

 I can write it on a napkin.  It’s a mathematical calculation.

Follow-up 17 - RML: So it’s straight-line math?

 It’s a relative value.  If you really wanted to know what dose an 
individual would get, you have to do a calculation of concentration in 
the air volume breathed over a 24 hr period.  That would give you a 
dose.  Particles come in on inspiration and come out on expiration.  This 
calculation gives you a sense of a 24 hr to 2 hr exposures.  

14.  Please discuss the basis for the smoggy day statements (e.g. “. . . 
the amount of particles you will be exposed to is less than what you 
would likely encounter over 24 hours on a smoggy day in an urban 
area.”).  What evidence supports this statement? 

  It’s a simple calculation of what a level is in a smoggy city over 
24 hrs.  

Follow-up 18 - Is the smoggy day statement sufficient to convey the 
“reasonable” and “foreseeable” health risks of being exposed to the 
pollutants in the five studies we reviewed (this question is not 
concerned with the risk of medical procedures)?  

 That’s not the purpose of that statement or #13 either.  Those are 
not there to provide information about risk to the individuals. They are 
there to provide a context in laymen’s terms.  If we say you’re breathing 
420 micrograms per cubic meter, they have no idea what that means.  
It’s to give a context of what exposure it is similar to.  The risk that 
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study related. The IRB told us that we were right, and technically we did 
not have to submit it. If you entered it into the system, it’ll spit it out 
anyway and say you don’t have to report.  However, we have so few 
adverse events when compared to what you might see in typical studies. 
Some HSR studies have several adverse events a day or several per 
week.  said that we should just put all of our incidents in 
anyway – we are erring on the side of caution.  

Follow-up 23 - AM: There were some instances with DEPOZ 
subjects that the session wasn’t stopped in the middle.  The subject 
was not allowed to participate in one of more sessions.  We’re 
asking what events lead to not participating in the study.

 One has to understand that there is safety and there is science.  
Safety is a primary concern, but it is not the only concern. Some people 
are eliminated for science reasons as well. For example, a few of the 
DEPOZ subjects had a decrease in lung function. That’s what happens 
with ozone.  There’s a certain amount of people that are poor 
responders.  Some people when exposed to ozone have a large 
decrement in lung function and others have a small decrement -- this is a 
consistent feature. Individuals who are poor responders will have a 
larger decrement during the second day of exposure to ozone.  There is 
no way to predict who is a poor responder. Our research is focused on 
the basis of susceptibility and who is a good responder and who is a 
poor responder.  We know that when exposed to ozone on day 1 and 
exposed to ozone on day 2, your day 2 lung function will be less than 
day 1.  On days 4-5-6 it’s even less.  In the terms of DEPOZ, we know 
that if someone is exposed and has a 5% drop in lung function, the 
subject's lung function will decrease even more on the next exposure 
day.  When these people were exposed, they had a significant drop in 
lung function, which is completely normal.  We knew they would have a 
lung function drop that was greater than this on the second exposure 
day. We decided not to expose them the next day.

 
Released via FOIA EPA-2021-000202 (OIG Set 1)

 
Page 37 of 51

(b) (6)
(b) (5)

(b) (6)





23

Follow-up 25 - TW: Is this pre-ventricular contractions (PVC)?

 PVC relates to an early beat that arises in the ventricle.  Premature 
beats are benign, whether they occur in the atria or ventricle. We don’t 
study people who have ventricular abnormalities, dilated hearts, or have 
arrhythmias.  I wouldn’t classify PVC or a premature atrial beat as a 
serious problem unless we know the heart it is occurring in.

  has these palpations at home. The definition of 
what’s reportable is something related to study or something that is 
unanticipated. This doesn’t fit either of those and isn’t related to study. 
Also, we didn’t write it in the letter, but if  told us it wouldn’t have 
been unanticipated.  The reality was it was unrelated to the study.  

 We are guided by the definition of adverse event’s in the Institute 
of Cancer. We gave you that link. This is something that occurs through 
the whole field.  Adverse event decision are made by individuals and 
sometimes they are open to interpretations. We desire to err on the side 
of caution. You’ll see  who input lots of adverse events.  Even for 
someone who comes in and has a cold.   would have put that in and 
the computer would spit it back to  and other researchers would 
think ahh that incident is not related to the study and won’t input it.  We 
don’t have 10 a week.

In that regard, we would like to discuss the following study subjects 
exposures sessions: 

: [ANALYST NOTE: I think this was the  that was 
disqualified because of the heart trouble.]

  

RML: We created a table for the medical records.  I know the person 
was encouraged to drink food and water.  [ANALYST NOTE: RML 
read aloud information from the patient’s health record.  PII was 
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to do it, so it was stopped.  

Follow-up 27 - RML: Our concern was chest tightness with deep 
inspiration.  At what point does this raise a red flag?  

 Remember we do a pulmonary function test when they come in, 
so we have absolute, not subject values and are clinically evaluated by 
nurses and physicians to make sure nothing is wrong.  That’s why we 
have a follow up day.  

RML: But you’re not showing there’s issues with the procedure.  It’s the 
pulmonary function test?  

 Chest tightness and inability to take a deep breath is expected with 
ozone.  It’s usually fixed with taking a narcotic. It’s a 
neurologically-mediated symptom and can be stopped.

Follow-up 28 - KG: You would say that even individuals with heart 
palpitations are healthy?

yes.

Follow-up 29 - KG: One follow up that deals with OMEGACON.  
One subject had holter and experienced an arrhythmic event and 
subject was still placed in chamber.  Is that normal procedure or 
was the arrhythmia missed?

 If you tell me the # of this patient, I can follow up.  The way the 
holter is done it’s not there for safety. It’s interpreted after or during the 
study.  It’s not a safety endpoint.  The safety endpoints are more about 
what we do in here.   have talked about the value of the holter 
beforehand.  It’s not an effective tool to detect arrhythmias.

 It was done in previous studies but is not effective and was 
discontinued. It’s not very cost effective.  Monitoring rhythm for safety 
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purposes is to monitor the telemetry in real time with computer analysis 
with alarms that go off if there is an abnormal rhythm.  

 You take your car to the mechanic and say when I drive my car 
there is a weird noise somewhere.  The mechanic says reproduce it, but I 
can’t.  It’s possible something showed on the holter when we got it and 
analyzed it and isn’t a reproducible incident that you see consistently 
and that telemetry picks up.  

 we pay attention to the holter because we require a steady 
rhythm.  Other individuals that aren’t interested in those endpoints 
(blood pressure and pulse) they will not pay attention to those at all 
because they don’t increase an individuals risk.  

, esteemed researchers never used a holter on 
subjects or any other cardiac monitoring.  

 Give us the number of the individual and we’ll look it up for you.

RML thanked everyone.  She told them we’d meet again in June to 
discuss early findings.

Status: Approved Send To: 
Current Editor List: 
Level 1 approval:
Level 2 approval: Approved Renee McGhee-Lenart 04/03/2014 10:11:03 AM

  

Linkage Information

History
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Administration Workpaper
Prepared by  Alicia Mariscal   12/12/2012

Assignment: 2013 - 3540 - OPE-FY13-0001 - Evaluation of EPA 's Human Subjects Research
Area: 145     

Goal: Sound Science - Improved Understanding of Envionmental Risks  - and Greater Innovation to Address Environmental  
Problems

Type: PERFORMANCE/PROGRAM Subtype: Not Used
Assignment Period : 10/22/2012 through 06/30/2013

Section: C
Assignment Guide Name :  Auditee Communication Workpapers

Origination Doclink : 
Subject:  R1 - NHEERL Follow-Up Conversation 06/20/13 Subsection:  07

Created by Alicia Mariscal on 07/02/13

Reviewed by:  Renee McGhee-Lenart, 7/09/13, workpaper is satisfactory.

Date: June 20, 2013

Location: Teleconference between OIG staff in Kansas City and Washington DC and NHEERL 
staff in Chapel Hill, NC. 

Purpose: To discuss several follow-up questions related to human subjects  
 

Teleconference Participants:
EPA NHEERL, EPHD:

OIG:
Renee McGhee-Lenart, Project Manager, Lenexa, KS, 913-551-7534, 
mcghee-lenart.renee@epa.gov 

Alicia Mariscal, OIG, Social Scientist, Washington, DC, 202-566-1858, mariscal.alicia@epa.gov 

Sources:
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